Background and Aim
Introduction
Urinary albumin excretion is a predictor of mortality from all causes in the general population [1] , and can be categorized into three stages: normoalbuminuria (<30 mg/24 h), microalbuminuria (30-300 mg/ 24 h) and macroalbuminuria (>300 mg/24 h). Emerging evidence indicates that microalbuminuria (MAU) is significantly and independently associated with risk for allcause mortality, cardiovascular disease (CVD), chronic kidney diseases (CKD), and progression of end-stage renal disease (ESRD) [2] [3] [4] [5] . Studies have also demonstrated that MAU is also a powerful predictor of CVD in both diabetic and non-diabetic subjects [6, 7] . MAU is usually absent at diagnosis but may develop in children with type 1 diabetes and poorer metabolic control [8] . On the other hand, intensive control of blood glucose level can prevent the onset and progression of MAU [9] , and the incidence of decreased estimated glomerular filtration rate (eGFR) was rare in diabetic patients without preceding MAU [10] .
MAU is commonly accompanied in the data concerning the interrelationship between metabolic syndrome (MetS), CVD, and CKD [11] . Specifically, there have been studies investigating the link between MAU and MetS [12] [13] [14] [15] . Positive relationships between albuminuria and the prevalence of MetS and its components were shown in non-diabetic hypertensive individuals [16] and type 2 diabetes [17] . In the Third National Health and Nutrition Examination Survey (NHANES III), MAU was associated with MetS, and mainly with the fasting plasma glucose and blood pressure [12] . These observations enabled the published guidelines to include MAU as screening criteria for diabetic kidney disease [18] .
The prevalence of MetS in the world is rapidly increasing [19] , ranging from 9.8% to 46.5% in developing countries [20] . In mainland China, the prevalence was 15.1% in Chinese adults aged 35-74 years in a national cross-sectional study [21] , but increased to 23.3% according to NCEP-ATPIII criteria [22, 23] . In addition, the prevalence of MAU was consistently higher (P < 0.0001 for all) in individuals with MetS than those without in Chinese (20.3% vs. 2.0%) [24] , Japanese (20.8% vs. 12.2%) [15] , and US Americans (13.7% vs. 4.8) [12] .
To date, some studies have evaluated the association between MetS and MAU as a marker for early-stage CKD [12, 15, 25, 26] . Significant relationships between MetS and MAU have been demonstrated in Japanese [15] and Korean [25, 27] , and in middle-aged and elderly Chinese population [28] . However, data concerning the relationship between individual MetS components and MAU were inconsistent [12, 15, 25] , and it remains unclear the causal relationship between MAU and MetS in spite of the predictive value of MAU has been given in these well-established relationships as above-mentioned.
The aim of this cross-sectional study was to evaluate the association between metabolic characteristics and the presence of albuminuria, and to investigate the involvement of MetS risk factors for the presence of MAU in an adult Chinese population attending health examinations.
Materials and Methods Subjects
We retrospectively collected the medical examination records of Chinese adults (aged !18 years) undergoing health check-ups during 2013-2014 at Health Examination Center, Xiamen Chang Gung Memorial Hospital, China. Subjects who met any of the following criteria were excluded from this study: (1) without a minimum of 12 hours of fasting prior to blood sampling; (2) pregnant women; (3) diagnosed with chronic diseases that significantly contribute to changes in metabolic functions, including thyroid disorders such as thyroid gland cancer and/ or removal, chronic hepatitis, liver cirrhosis, hypothalamus disease, adrenal gland disorders; (4) with non-diabetic nephropathy. A total of 10,331 males and 8,053 females were included for analysis. The study was approved by the Institutional Review Board of Chang Gung Memorial Hospital and was conducted in accordance with the Helsinki Declaration.
Data collection
Trained nurses were responsible for collecting information through interviews using a questionnaire consisted of questions on the following information: histories of past illness, medication, and physiological conditions (including pregnancy and fasting time) at the beginning of the examination. During the same visit, blood pressure (BP), height, weight, and waist circumference (WC) were measured and fasting blood samples were taken. All information was entered into a centralized electronic database under strict quality control monitoring at a regular basis. Data of patient records/information was anonymized and de-identified prior to analysis.
Measurements of risk factors for CKD
Body Height and weight were measured using calibrated meters and scales. Body mass index (BMI) was calculated using the formula: body weight (Kg)/[(height in m)] 2 . To make sure the subject was not in an anxious status and confortable since physical stress (condition) can affect a BP reading, BP was measured three times after a 10-minute of rest, with the subject in the seated position using an automated sphygmomanometer (M3A, EDAN Instruments, INC., Shenzhen, China) placed on the subject's right arm. [21] with modification on WC cutoff for Asian population suggested by the 1998 World Health Organization Asian Pacific Guideline [22] . MetS was defined as having three or more of the following factors: (1) 
Statistical analyses
Statistical analyses were performed using SPSS 16.0 statistics software (SPSS Inc., Chicago, IL). Continuous data were presented as mean and standard deviation (SD). The differences in continuous data were compared using independent two-sample t-test. One-way ANOVA together with Scheffe post-hoc tests were applied for comparing differences among groups. The associations between categorical variables presented as count and percentage were evaluated with Chi-square tests. The associations between ACR and metabolic risk factors were evaluated by linear regression analyses. Univariate and multivariable logistic regression models were performed to yield the odds ratios (ORs) of variables for the presence of albuminuria.
Receiver operating characteristic (ROC) analysis and the area under the ROC curve (AUC) were used to assess the accuracy and discriminatory ability of MS risk factors in detecting albuminuria. The optimal cut-point for each MS risk factor associated with CKD was established based on the AUC and Youden's index. All statistical assessments were two-sided, and a p value <0.05 was considered statistically significant. Table 1 shows the clinical characteristics of the study population. In total, 18,384 subjects were analyzed for the study and 56.2% of the participants were males (n = 10,331). No significant difference was detected for age, ACR, and the percentages of subjects using anti-hypertensive or anti-lipid drugs between males and females. The frequency of anti-hypertensive or anti-lipid drug use was low, only accounting for 0.72% in males and 0.68% in females, respectively. Males had significantly higher levels for all variables, including BMI, WC, WHtR, SBP, DBP, MAP, TC, TG, TG/HDL-C ratio, and Cr (all p values < 0.0001) except HDL-C. Based on the findings of gender differences, the following analyses were performed separately for males and females. Table 2 presents the characteristics of male participants according to the albuminuria status. There were significant differences between all listed variables and albuminuria status except anti-lipid drug use (all p values <0.001). The prevalence rates of albuminuria were 7.6% in males and 4.2% in females, giving an average of 6.1% (1,121/18,384) of the total population, in which MAU and macroalbuminuria accounted for 5.5% and 0.6%. Clear relationships between increasing albuminuria levels with SBP, FPG, Cr, and ACR were observed. Similar observations were detected for females, showing significant differences across all variables (Table 3) ; however, some were not consistent with the findings for males. Significant relationships between increasing albuminuria levels were observed for BMI, WC, SBP, Cr, and ACR.
Results

Characteristics of the study population
The predicted influences of metabolic risk factors on ACR by linear regression analysis are presented in Table 4 . For all participants, factors that displayed significant positive or negative associations with ACR included WC, WHtR, SBP, DBP, FPG, TC, and TG. For males, age, SBP, DBP, FPG, TC, TG, and TG/HDL-C ratio appeared significant relationships with ACR; however, only SBP, FPG, and TG were significant in females. Table 5 shows the results of univariate logistic regression analysis to identify the risk factors potentially associated with the presence of albuminuria. These factors included various categories or levels of age, gender, WC, WHtR, hypertension, FPG, and TG/HDL-C. The risk of albuminuria was significantly higher for the elderly compared to younger participants, with a corresponding age-related increase. Males had also a nearly 2-fold higher risk than females (OR = 1.86; 95% CI: 1.63-2.13). Compared to those with a WC < 80 cm, a 10-cm increase in WC was associated with increased ORs of 1.75 (95%CI: 1.48-2.06), 3.80 (95% CI: 3.21-4.49), 6.25 (95%CI: 4.88-8.01), and 9.87 (95%CI: 5.87-16.58) within 80-90, 90-100, 10-110, and > 100 cm categories, respectively. A 0.1 increase in TG/HDL-C ratio was also related to corresponding increased ORs of 2.49 (95%CI: 2.17-2.86), 5.63 (95%CI: 4.45-7.12), and 11.23 (95%CI: 4.66-27.08) in those had a ratio of 0.5-0.6, 0.6-0.7, and > 0.7 than the participants with 0.5. Hypertension was associated with a 4-fold higher risk of albuminuria (OR = 4.05, 95%CI: 3.30-4.96) than non-hypertensive participants. In addition, increased risk was corresponding to FPG levels, giving ORs of 2.62 (95%CI: 2.10-3.28) and 6.73 (95%CI: 5.60-8.80) for those identified with IFG and DM. The level of risk also significantly increased with the higher TG/HDL-C ratio categories, with per 0.2 increases compared to 0.4. In multiple logistic regression analysis, the factors significantly associated with the presence of MAU were WC > 90cm, WHtR at 0.6-0.7, hypertension, FPG > 6.1 mmole/L, and TG/ HDL-C ratio > 1.6 (Table 6 ). With various ranges, these factors similarly increased the risk of developing MAU, except male gender. However, older age (>60 years) and WHtR greater than 0.7 did not maintain statistical significance associated with increased risk.
Factors associated with albuminuria
Comparison of the predictive accuracy of factors associated with the presence of albuminuria
The predictive accuracy of variables associated with the presence albuminuria with statistical significance in logistic regression analyses were further compared. Table 7 presents the association of AUC values of WC, WHtR, MAP, FPG, and TG/THL-C with the presence albuminuria in both males and females. According to a rough guide for classifying the accuracy of diagnostic test, although an AUC of 0.6-0.7 only represent a fair (or not good) test, it still provides 
Discussion
Results of this study indicated that the prevalence of MAU and macroalbuminuria were of 5.5% and 0.6% in Chinese adult population. Age, male gender, WC, WHtR, hypertension, FPG, and TG/HDL-C were significantly associated with the presence of albuminuria in univariate logistic regression analyses. WC > 90cm, WHtR 0.6-0.7, hypertension, FPG > 6.1 mmole/ L, and TG/HDL-C ratio > 1.6 maintained statistical significance in multiple logistic regression analysis, but not age or male gender. Higher WHtR was correlated to increased risk of MAU; however, statistical significance disappeared when WHtR was greater than 0.7. The prevalence of MAU in this study was higher than Japanese [31] , similar to Korean [32] , slightly lower than those in Australia (6.0%) [33] , Europe (7%) [34] , and in the US (7.8%) [35] . It is likely that similar results to Korean [32] are due to similarity in the mean ages between populations (45.6 vs. 43.0 years), and which were younger than other studies. Greater age was reported to be associated with MAU and macroalbuminuria in Korean [32] ; nevertheless, this study did not have a similar finding. Furthermore, consistent with the studies in Korea [32] , US [36] and Japan [37] , we did not find that males had an increased risk of developing albuminuria than females in multiple logistic regression analysis. It is likely that ethnic difference may also contribute to variations in the presence of albuminuria.
Despite the associations between MetS and MAU were consistent in previous studies, associations between individual MetS components and MAU were controversial. For example, FPG and BP were consistently found to be two main risk factors associated with MAU [38] , as was also clearly evident from the present study; however, inconsistencies were found for abdominal obesity and HDL-C and TG levels [12, 15, 25] . In addition, our results are in line with some previous reports that demonstrated an association of MAU with CVD risk factors, including hypertension, hypertriglyceridemia, impaired fasting glucose, and diabetes [39, 40] .
Although the mechanisms of the association between MetS and albuminuria are not yet fully understood, increased WC [41] and TG/HDL-C ratio in addition to hypertension and diabetes could possibly be responsible for increased endothelial permeability and intraglomerular capillary pressure and consequent development of atherosclerosis and glomerulopath. Even though the underlying mechanism of MAU mediates the pathology of CKD, CVD and diabetes is not entirely clarified, the presence of MAU reflects progressive endothelial and vascular dysfunction [42, 43] . Additionally, The percentages of individuals taking antihypertensive drugs were very low (approximately 0.7%) in this study population, which decreased the cofounding effect of various antihypertensive agents [44] on the occurrence of MAU in this study. Additionally, the discriminatory values of WC, WHtR, MAP, FPG, and TG/HDL-C for the presence of albuminuria was not ideal, as all areas of under ROC were less than 0.7, considering that cutoff levels are defined depending on the cost-effectiveness of screening, they can be an useful tool in an attempt to prevent CVD and CKD in individuals with increased renal and cardiovascular risks, at least for Chinese adults. Investigation with dedicated optimal design for other population is recommended.
As a previous study indicated that low-grade albuminuria was significantly associated with the increasing prevalence of MetS and its components in middle-aged and elderly Chinese population [28] , early intervention can be effective on delaying the natural progression of chronic kidney disease and diabetic nephropathy. A public health approach without aggressive medical intervention that aimed at lifestyle modification may also benefit general population.
Our study corroborates the findings in recent reports demonstrating that all components of MetS were significantly associated with albuminuria [27] [45] , and extends the available knowledge, it shows the optimal cutoffs for each component of MetS associated with the presence of MAU in male and female Chinese. Further investigations may be required to determine the underlying mechanisms link to the gender differences in the cut-off points associated with the presence of albuminuria in practice.
Limitations
The strengths of our study include the use of a population-based sample and adopted the MDRD study equation modified for Chinese. However, there were some limitations in this study. Firstly, this study was cross-sectional and lack of long-term follow-up, causal relationship between risk factors and albuminuria could not be established because the potential effect of variability related to metabolic control might be underestimated Secondly, a selection bias might have been introduced due to the study subjects were included from our health checkup program. Self-reported histories might have also caused misclassification. Thirdly, a single urine ACR result was assessed in this analysis, which could result in misleading classifications of albuminuria [46] . Fourthly, some potential confounding factors, such as Chinese herbal medicine use [47] , salt intake [31] , other medications or comorbidities could not be ruled out.
Conclusions
The present study shows that MetS and all its components were associated with the presence of MAU in a general Chinese population. Differences in the optimal cutoffs for each component of MetS associated with the presence of MAU were detected between males and females. Thus, assessment of MetS risk factors can open a window of opportunity for early intervention to decrease the effect of a deterioration of metabolic control and subsequent albuminuria. 
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